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A
Anorectal melanoma is a rare and aggressive 

malignant neoplasm. It accounts for less than 
two percent of melanomas and it is the third 
most common location of melanoma, after 
the skin and retina.1–3 Unlike the generally 
favorable prognosis of early-stage cutaneous 
melanomas, the prognosis of anorectal 
melanoma is extremely poor, with a median 
survival of less than two years.1,4 This tumor 
has an indolent course and manifests with 
nonspeci� c symptoms, including rectal 
bleeding, changes in bowel habits, and pain 
or itching, resembling benign gastrointestinal 
disorders.1–5 We present a case of anorectal 
melanoma that was initially treated as 
hemorrhoids and correctly diagnosed after 
lower gastrointestinal endoscopy. We also 
present the latest � ndings in the literature 
about anorectal melanomas and discuss newer 
updates concerning treatment options and 
management. 

CASE PRESENTATION
A 77-year-old Caucasian female patient 

with a medical history of external hemorrhoids 
presented with a three-month history of rectal 
pain, mucus discharge, and pruritus. She 
experienced intermittent anal spasms made 

worse by bowel movements. She otherwise 
felt well and did not report bleeding or 
other systemic symptoms. The patient was 
treated symptomatically with hemorrhoid 
wipes and sitz baths for several weeks. Her 
rectal discharge persisted to the point that 
the patient was requiring pads to protect her 
undergarments. A few months later, the patient 
detected a noticeable lesion near the anus. 
Physical examination revealed a solid polypoid 
hyperemic palpable mass in the anorectal 
canal resembling hemorrhoids. Flexible 
sigmoidoscopy revealed a smooth, 3- × 2-cm 
dark brown nodule at the anal verge (Figure 
1). The patient was referred for colorectal 
surgical evaluation for a hemorrhoidectomy. By 
that time, the nodule had become ulcerated, 
with heaped-up edges. Excisional biopsy 
was performed and sent for histopathologic 
evaluation. Sections of the biopsy specimen 
demonstrated an ulcerated, multinodular 
pigmented epithelioid and spindled neoplasm 
with extensive necrosis involving the anal skin 
and mucosal interface (Figures 2A and 2B). 
Immunohistochemical staining was strongly 
and di� usely positive for HMB-45 and Melan A 
(Figures 2C and 2D) and multifocally positive 
for S100, con� rming the diagnosis of malignant 
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melanoma. The Breslow thickness was 9mm, 
and there was positive angiolymphatic invasion 
with microscopic satellitosis. Computed 
tomographic imaging of the chest, abdomen, 
and pelvis showed metastasis to the liver and 
lung. Oncology was consulted and the patient 
was started on chemotherapy. Unfortunately, 
the patient succumbed to metastatic disease 
and passed away in six months. 

DISCUSSION 
Anorectal melanoma commonly manifests 

with nonspeci� c, vague symptoms. Given 
the nonspeci� c presentation and delayed 
diagnosis, patients tend to present with 
advanced-stage disease. While the � ve-year 
overall survival rate for cutaneous melanoma 
is 80 percent, that for mucosal melanoma is 
only 25 percent.6,7 Mucosal melanoma tends 
to develop later in life relative to cutaneous 
melanoma, with a median age at diagnosis 
of 70 versus 55 years.3–5 Unlike cutaneous 
melanoma, the risk factors for anorectal 
melanoma are largely unknown. Epidemiologic 
data suggest that there is an increased risk 
among women, Caucasians, patients with 
human immunode� ciency virus, activating 
mutations in KIT, and a personal or family 
history of melanoma.1,5,8–10 Up to 30 percent of 
anorectal melanomas can be amelanotic and, 
thus, are often widely metastasized at the time 
of initial diagnosis.11 Lymphatic spread to the 
inguinal, inferior mesenteric, hypogastric or 
para-aortic nodal basins is common.10 Most 
patients with distant metastases have hepatic 
metastases, followed by pulmonary and bone 
metastases.12,13

The initial evaluation of patients with 
anorectal melanoma should include a total 
body skin check to rule out a primary cutaneous 
melanoma that has metastasized.14 A careful 
rectal examination and rectal ultrasound 
should be performed. Combined positron-
emission tomography/computed tomographic 
imaging of the chest, abdomen, and pelvis 
should also be conducted to evaluate potential 
sites of metastasis to aid in staging the disease 
and determining further management.14,15

Currently, there is no pathologic staging system 
speci� c to anorectal melanomas. The American 
Joint Committee on Cancer speci� cally excludes 
anorectal melanoma from their staging system. 
Several studies have used the Ballantyne 
staging system, in which localized disease only, 

regional lymph node involvement, and distant 
metastases are classi� ed as Stages I, II, and III, 
respectively.16,17

Given the rarity of this disease and the lack 
of randomized controlled trials, the optimal 
treatment approach for anorectal melanoma 
remains a major topic of debate. For localized 
anorectal melanomas, surgical therapy is the 
treatment of choice.18 The two most common 
surgical approaches include wide local excision 
(WLE) and abdominoperineal resection of 
the anorectum (APR). The choice between 
these surgical procedures is controversial. APR 
has the ability to control lymphatic spread 
and create bigger excision margins but is 
associated with signi� cantly higher morbidity 
and mortality rates compared to those of WLE. 
There have been several retrospective studies 
reporting outcomes following WLE versus APR, 
with no clear survival advantages inherent 
with one approach over the other.6,12,18,19

Weylandt et al20 and Riet et al21 suggested 
that the decision between these surgical 
modalities should therefore be governed by 
tumor thickness. Given the faster recovery 
and fewer postoperation complications with 
a similar survival rate, WLE is recommended 
when the tumor thickness is between 1 and 
4mm. APR should be reserved for patients in 
whom the tumor is thicker than 4mm and/or
involves the anal sphincter.20,21 Perez et al12 also 
demonstrated that lymph node metastasis does 

not predict outcomes in patients undergoing 
radical resection. Furthermore, sentinel lymph 
node biopsy does not have an established role 
in patients with anorectal melanoma compared 
to in patients with cutaneous melanoma.6,12,13

At the time of diagnosis, up to one-third 
of patients have metastatic disease.23 For 
these patients, treatment with radiation 
or chemotherapy might be an option. 
Retrospective studies have shown that 
neoadjuvant irradiation might improve 
locoregional control but this does not have a 
demonstrable impact upon overall survival, 
regardless of stage.23 There is currently no 
standard systemic chemotherapy regimen that 
exists for metastatic anorectal melanoma. Kim 
et al25 reported a series of 18 patients with 
metastatic anorectal melanoma treated with 
cisplatin, vinblastine, dacarbazine, interferon 
alfa-2b and interleukin-2.25 A major response 
was seen in 44 percent of the patients and 
complete response occurred in 11 percent, but 
no increase in overall survival was found.25

Other studies using combination chemotherapy 
for the treatment of anorectal melanoma have 
not been promising.15,16,19

There are limited data on the use of 
immunotherapy in patients with anorectal 
melanoma. In a retrospective study using 
National Cancer Database (NCDB) data from 
2004 to 2015, two-year overall survival was 
signi� cantly improved for patients receiving 

FIGURE 1. A smooth, 3- × 2-cm dark brown nodule can be at the anal verge via � exible sigmoidoscopy
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immunotherapy versus not (49.21% vs. 
42.47%; p=0.03), but the percentages 
of patients alive at � ve years were not 
signi� cantly di� erent between the two 
groups.19 As of yet, there are no studies looking 
at the use of talimogene laherparepvec in 
anorectal melanomas. As experience with the 
polyvalent melanoma vaccine continues to 
grow, perhaps it will prove bene� cial in the 
treatment of anorectal melanomas. 

The use of targeted therapy has 
revolutionized the treatment of cutaneous 
melanoma. As in cutaneous melanoma, 3 to 
15 percent of mucosal melanomas harbor the 
BRAF V600 mutation, and thus, might respond 
well to combined BRAF and MEK inhibition.24

According to Curtin et al,25 another 39 
percent of mucosal melanomas have somatic 
mutations or ampli� cation of KIT alterations. As 
demonstrated in several case series, therapies 
targeted against C-KIT-activating mutations 
have shown signi� cant clinical responses 
in patients with mucosal melanomas.27–29

Furthermore, a retrospective study by 
Shoushtari et al30 showed that response rates 
to programmed cell death receptor (PD-1) 

blockades in patients with mucosal melanomas 
were comparable to the response rates 
observed for cutaneous melanoma. There have 
not yet been studies looking at PD-1 blockade 
usage speci� cally for anorectal melanomas, 
but the response rates for other mucosal 
melanomas is promising. 

CONCLUSION
Anorectal melanoma is an extremely rare 

subtype of melanoma with a poor prognosis. 
This disease entity presents signi� cant 
diagnostic and therapeutic challenges. This 
tumor can mimic refractory hemorrhoids 
or other benign perianal disorders. To avoid 
diagnostic pitfalls, early detection is key and 
should always be in the di� erential diagnosis 
of benign and malignant lower gastrointestinal 
disorders. Bowel or rectal complaints of any 
type in adults with a personal or family history 
of cutaneous melanoma should prompt 
evaluation of possible metastatic disease. With 
the use of personalized molecular analysis, 
all patients with anorectal melanoma should 
have their tumors assayed for the presence 
of BRAF or KIT gene mutations. In the future, 

randomized controlled studies comparing 
di� erent treatment modalities for anorectal 
melanomas are needed to determine optimal 
management and therapeutic protocols.
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